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CLAIMS 

What is claimed is: 

1. (Withdrawn) A method for treating, preventing or inhibiting tumor ceil 
metastasis in a subject comprising administering to the subject in need of such therapy a 
therapeutically effective amount of an activated anb\h receptor antagonist. 

2 (Withdrawn) The method of claim 1, wherein the tumor cell metastasis targets 
an organ system of the subject. 

3. (Withdrawn) The method of claim 2, wherein the tumor cell metastasis targets a 
skeletal system of the subject. 

4. (Withdrawn) The method of claim 3, wherein the tumor cell metastasis targets a 
bone of the subject skeletal system. 

5. (Withdrawn) The method of claim 3, wherein the tumor eel! metastasis targets a 
bone eel! of the subject skeletal system. 

6. (Withdrawn) The method of claim 1, wherein the antagonist is a platelet-specific 
activated o.m$>} receptor antagonist. 

7. (Withdrawn) The method of claim I, wherein the platelet-specific activated 
antipi receptor antagonist is a spiro compound. 

8. (Withdrawn) The method of claim 7, wherein the spiro compound is represented 
by the formula: 

wherein 

Z is a spirocyclic nucleus selected from the group consisting of Nucleus (A), (B), (C), or 
(D) represented by the formulas: 
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Nucleus (A) Nucleus (B) 




H {R 0 )n 




Nucleus (D) 



N , C 



(R 10 )m /X (CH 2 } S \ ?6 _ A > 




•(Ro)n 



wherein 



the group Q--(L)/ ~ is bound to the nitrogen containing ring of nuclei (A), (B), (C) 5 or 
(D) and the group R 3 is bound to the ring formed by the groups A 4h A 42 , A 43 , A 51 , A 52 , A 53 , A 54> 
Anu A«2, Aa, A<m, A&% An, A?2, A73, A 74, A? 5 , or A?&; or 

the group R 3 is bound to the nitrogen containing ring and the group Q~-(L)z - is bound to 
the ring formed by the groups A 4 j, A47,, A 43j Asi, A«, Ass, Am, A«i, A«, A^, A ( , 4 , A«, A?i, A72, 
Aj 3 , A74, A75, or A?«; 

r and s are independently a number from zero to 5 with the proviso that not both r or s are 
0 and (r+s) is not. more than 6, and z is zero or one; 

atoms A 4 i, A42, A43, Aji, A52, A53, A 54 , A 6 u A«, A,», A 64 > A 65 , A ? u A? 2s A73, A 74 > A75, or 
A?6 are independently selected from carbon, nitrogen, oxygen or sulfur, provided that at least one 
of said atoms is carbon, 

provided that the hydrogens of the nitrogen containing part of the spirocycle Z may be 
substituted by a number of m substituents Rio, wherein; 

m is a number from zero to (rt-s); and 

Rio is the same or different and is a non-interfering substituent independently selected 
from alky I, halosubstituted alky I, alkenyl, alkynyl, cycioalkyl, aryl, arylalkyL hydroxy, alkoxy, 
arylalkoxy, amino, substituted amino, carbamoyl, carboxy, aeyl, cyaao, halo, nitro, sulfo, =0, 
or ==S, with the proviso that only one or two R l0 may be =====0 or ~S; 
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n is a number from zero to 3 in Z of having nuclei (A), or a number front zero to 4 in Z 
having nuclei (B), a number from zero to 5 in Z having nuclei (C), or a number from zero to 6 in 
Z having nuclei (D); 

Ro is the same or different and is a non-interfering suhstituent independently selected 
from alkyl, halosubstituted alkyl, alkenyL alkynyi, cycioaikyi, aryi, arylalkyl, hydroxy, alkoxy, 
arylalkoxy, amino, substituted amino, carbamoyl, carboxy, acyl, cyano, halo, nitro, sulfa -=0, 
or :::::::::: S, with the proviso that only one or two Re may be =<} or :::::::::: S; and 

~(L)~ is a bond or a divalent substituted or unsubstitnted chain of from 1 to 10 atoms 
selected from the group consisting of carbon, nitrogen, sulfur, and oxygen, 

Q is a basic group containing one or more basic radicals; and 

R3 is an acidic group containing one or more acid radicals; 

or a pharmaceutical!}' acceptable salt, solvate or pro-drug thereof. 

9. (Withdrawn) The method of claim 7, wherein the spiro compound is represented 
by the formula: 



atoms Aj and B, are independently selected from carbon, nitrogen, oxygen or sulfur, 
provided that at least one atom of A; is carbon, and at least one atom Bj is carbon; 

optionally, the rings of the spirobi cycle formed by Aj and B„ respectively, are partly 
unsaturated; 

p and q are independently numbers from 2 to 6; 

m is a number from zero to p; 

Rii) is the same or different and is a non-interfering substituent independently selected 
from hydrogen, alky!, halosubstituted alkyt aikeoyl. alkynyi, cycioaikyi, aryl, arylalkyk 
hydroxy, alkoxy, arylalkoxy, amino, substituted amino, carbamoyl, carboxy, acyl, cyano, halo, 
nitro, sulfo, ==0, or ==S, with the proviso that only one R l0 may be =====0 or ==S, if p is 2 
or one or two R if , may be ===0 or -—S, if p is a number from 3 to 6; 



Q ( 




wherein 
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n is the number from zero to q; 

Ro is the same or different and is a non-interfering substituem tn ei d itl) selected 
from hydrogen, alkyl, halosubstituted alkyl, alkenyl, alkynyl, cycloalkyl, aryi, arylalkyl, 
hydroxy, alkoxy. arylaikoxy, amino, substituted amino, carbamoyl carboxy, acyl, cyano, halo, 
nit.ro, sulfa, ---O, or :::::::::: S, with the proviso that only one R f , may be O or ~-~S, if q is 2 or 
one or two R<i may be =====0 or ===S, if q is a number from 3 to 6; 

-(!,)- is a bond or a divalent substituted or un substituted chain of from I to 10 atoms 
selected from the group consisting of carbon, nitrogen, sulfur, and oxygen; 

Q is a basic group containing one or more basic radicals, and 

Rs is an acidic group containing one or more acid radicals; 

or d phai. i ., eutica act eptab < salt solvate or pro-drug thereof. 

1 0. (Withdrawn) The method of claim 7, wherein the spiro compound is represented 



the spirocycle having (A;),,, C, and (Bj) (f is 
m is a number from zero to 9; 

Rio is the same or different and is a non-interfering substituem independently selected 
from alkyl, halosubstituted alkyl, alkenyl, alkynyl, cycloalkyl, aryi, arylalkyl, hydroxy, alkoxy, 
arylaikoxy, amino, substituted amino, carbamoyl, carboxy, acyl, cyano, halo, nitro, or sulfa; 

n is a number from zero to 2; 



Q < 




by the formula: 



wherein 



,b 
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Ro is the same or different and is a non-interfering substituent independently selected 
from alkyl, halosubstituted alkyl, aJkenyl, alkynyi, cycioalkyl, aryl, arylaikyl, hydroxy, alkoxy, 
aryialkoxy, amino, substituted amino, carbamoyl, carboxy, acyl, cyano, halo, nitro, or sulfo; 

wherein Q~(L) is attached at a. and Rj is attached at b; 

--(L)-- is a bond or a substituted or unsubsututed chain selected from the group consisting 
of CO, CO(C,-C.s alkyl), OfC,-Q alkyl), NHCO, and C r C 6 alkyl; 

Q is a basic "roup selected from the group consisting of amino, imtno, amidino, 
hydroxy amidino, N-alkylamidine, N,N'-dia1ky1amidine, N-arylamidine, aminomethyleneamino, 
aminomethylamino, guanidino, atninoguamdino, alkylamino,, dialkylamino, trialkyiami.no, 
alkyhdeneamino, pyrrolyl, imidazolyl. pyrazolyl, pyridyk pyrazinyl, pynmidinyl, indolizinyl, 
isosndolyl, 3H~indolyi, indoiyl, .IH-indazolyl, purinyl, 4H-qumolizinyl, isoquinolyl, quinolyi, 
phthalazinyl, naphthyridinyl, quinoxalinyl, quinazolinyL cinnolinyl, amide, thioamide, 
benzanudino, pteridinyL 4aH-carbozoIyl, carbozolyl, beta-carbolinyl, phenanthridinyi, actidrayl, 
phenanthrolinyi, phenazinyl, phenarsazinyl, phenothiazinyl, pyrrolinyi, imidazolidinyl, 
imidazolinyl, pyrazolidinyl, pyrazolinyl, piperidyi, piperazinyl, indolinyl, isoindolinyl 
quin.udidi.ny I, morpholmyl, any of the foregoing radicals substituted on a benzene ring, 
optionally substituted with R 2c , wherein R^ is hydrogen or halogen and any of the foregoing 
radicals substituted by amino, imino. amidino, hydroxy ami di no. anunomethyieneammo, 



iminomethylamino, guanidino, alkylamino, dialkylamino, tri alkylamino, tetrahydroisoqumolsne, 
dihydrosioindole, alkylideneamino or 



Rs is an acidic group selected from the group consisting of C0 2 Rs, (Ci-C* alkyl)C0 2 R 5 , 
CO(C r Q alkyl)C0 2 R 5 , CONM{C r C ff alkyl)C0 2 R 5 , (C,-C 6 alkyl)CH(NHR4)C0 2 R 5 , CO(C r C 6 
alkyl)ai(NHR 4 )C0 2 Rj, or CONHfCi-Q alkyl )CH(NHR 4 )C0 2 Rj, wherein R., is SO? (C,-C 6 
alkyl), SO; aryl, or S0 2 (substituted aryl); and 

R? is hydrogen, Cj-Cs alkyl, aryl, or substituted aryl; 

or a pharmaceiiticaliy acceptable salt, solvate or pro-drug thereof. 




; and 
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1 1 . (Withdrawn) The method of claim 7, wherein the spiro compound is represented 
by the formula: 



NH 




,COOH 



or a pro-drag thereof. 

1 2. (Withdrawn) The method of claim 1 1 , wherein the pro-drug is represented by 
the formula: 



N-OH 




1 3 . (Currently amended) A method for preventing or inhibiting tumor eel! federation 
growth in a subject comprising administering to the subject in need of such therapy a 
therapeutically effective amount of an activated aobPs receptor antagonist. 

14. (Currently amended) The method of claim 1 3, wherein the tumor cell the -teuor 
eeM-is-fopmed-in is comprised by an organ system of the subject. 

1 5. (Currently amended) The method of claim 14, wherein the tumor cell t-he-tumer 
c e ll is formed in iMonmjri sed„ b v a skeletal system of the subject. 

1 6. (Currently amended) The method of claim 15, wherein the tumor cell th e -tumor 
cellls-ferered-iH is cj i \ e by a bone of the subject skeletal system. 
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1 7, (Currently amended) The method of claim 1 5, wherein the tumor cell the tow 
ee l li s formedin ig a bone cell of the subject skeletal system, 

18. (Original) The method of claim 13, wherein the antagonist is a platelet-specific 
activated arjj>p:? receptor antagonist. 

19. (Original) The method of claim i 8, wherein the platelet-specific activated amh 
receptor antagonist is a spiro compound. 

20, (Original) The method of claim 1 9, wherein the spiro compound is represented by 
the formula: 

Q--(L)z-Z-R 3 

wherein 

Z is a spirocyclic nucleus selected from the group consisting of Nucleus (A), (B), (C), or 
(D) represented by the formulas- 
Nucleus (A) Nucleus (B) 

— V /\ x 41 — V X \^ <Ro)n 

(R ia )m /X (CH 2 ) S a£\ (R i0 )m /X (CH 2 )A 5 T\ 53 

Nucleus (C) Nucleus (D) ^ A?2 

{CH 2 ) r Nr~ A 62 ^ (CH 2 ) f y A?1 X A 73 

(R 10 )m / X (CH 2)s \ 65 _/\ ( R 1o)r / X (CH 2 ) *\ 6 _ A >\ 

wherein 

the group Q-(L)z - is bound to the nitrogen containing ri ng of nuclei (A), (B), (C), or 
(D) and the group R 3 is bound to the ring formed by the groups A 4 j, A42, A43, Ajj 5 A52, Ass, A 54, 
A 6i , A <i2 , A®, A« 4 , Acs, A?t, A. ?2 , A73, A74, A75, or A ? <;; or 
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the group R } is bound to the nitrogen containing ring and the group Q--(Lk - is hound to 
the ring formed by the groups A 4i , A42, A43, A 3} , A n , A 53 , A 54 , A 6h A t)2 , A ( «, A^, A {i5 , A 75 , A 72 , 
Atj, A74, A.7S, or A 7 s; 

r and s are independently a number from zero to 5 with the proviso that not both r or s are 
0 and (rt-s) is not more than 6, and z is zero or one; 

atoms Am, A42, A«, &s\, A J2 , A33, As*. Agi, Asa, A«a, Am, A**, A71, A^z, A73, A74, Aw, or 
A?g are independently selected from carbon, nitrogen, oxygen or sulfur, provided thai at least one 
of said atoms is carbon; 

the hydrogens of the nitrogen containing part of the spirocycle Z may be substituted by a 
number of m substituents Rt<>, wherein; 

m is a number from zero to o • si. and 

Rio is the same or different and is a non-interfering substituent independently selected 
from alkyl, halosubstituted alkyl, alkenyl, alkynyl cycloalkyt, aryl, arylalkyl, hydroxy, alkoxy, 
atylalkoxy, amino, substituted amino, carbamoyl, carboxy, acyl, cyano, halo, nttro, sulfo, — O, 
or ===S, with the proviso that only one or two Rio may be ===0 or =S; 

n is a number from zero to 3 in Z of having nuclei (A), or a number from zero to 4 in Z 
having nuclei (B), a number from zero to 5 in Z having nuclei (C), or a number from zero to 6 in 
Z having nucl ei CD); 

R {) is the same or different and is a non-interfering substituent independently selected 
from alkyl halosubstituted alkyl, alkenyl. alkynyl, cycioaikyi, aryl, arylalkyl, hydroxy, alkoxy, 
arylalkoxy, amino, substituted amino, carbamoyl, carboxy, aeyi, cyano, halo, nitro, sulfo, O, 
or ==S, with the proviso that only one or two R 9 may be — O or ===S; and 

~(L)-- is a bond or a divalent substituted or unsubstituted chain of from 1 to 10 atoms 
selected from the group consisting of carbon, nitrogen, sulfur, and oxygen; 

Q is a basic group containing one or more basic radicals; and 

R.i is an acidic group containing one or more acid radicals; 

or a pharmaceutical iy-acceptabie salt, solvate or pro-drug thereof 

21 . (Original) The method of claim 19, wherein the spiro compound is represented by 
the formula: 



(Ro)n 
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wherein 

atoms Ai and Bj are independently selected from carbon, nitrogen, oxygen or sultur, 
provided that at least one atom of A; is carbon, and at least one atom Bj is carbon; 

optionally, the rings of the spirobicycle formed by Aj and Bj, respectively, are partly 
unsaturated; 

p and q are independently numbers from 2 to 6; 

m is a number from zero to p, 

R }0 is the same or different and is a non -interfering substituent independently selected 
from hydrogen, alkyl, halosubstituted alkyl, alkenyf alkynyi, cycioalkyl, atyi, arylalkyl, 
hydroxy, alkoxy, aryialkoxy, amino, substituted amino, carbamoyl, carboxy, acyl, cyano, halo, 
nitro, sulfo, :: O, or :: ::: S, with the proviso that only one R 10 may be :: ::: :: O or = : S, if p is 2 
or one or two Rio may be :: ::: :: O or S. i f p i s a number from 3 to 6; 

n is the number from zero to q; 

R {) is the same or different and is a non-interfering substituent independently selected 
from hydrogen, alkyl, halosubstituted alkyl, alkenyk alkynyl cycioalkyl, aryl, arylalkyl, 
hydroxy, alkoxy, aryialkoxy, amino, substituted amino, carbamoyl, carboxy, acyl, cyano, halo, 
nitro, sulfo, =0, or ~~~$, with the proviso that only one Ro may be =====0 or ==S, if q is 2 or 
one or two Ro may be ■■■■■■■■■■■■■■■■■■■■O or ~™S, if q is a number from 3 to 6; 

«(L>- is a bond or a divalent substituted or unsubstituted chain of from 1 to 10 atoms 
selected from the group consisting of carbon, nitrogen, sulfur, and oxygen; 

Q is a basic group containing one or more basic radicals; and 

R 3 is an acidic group containing one or more acid radicals; 

or a pharmaceutical I y -acceptable salt, solvate or pro-drug thereof. 

22. (Canceled) 

23. (Withdrawn ) The method of claim 19, wherein the spiro compound is represented 
by the formula: 
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NH 




.COOH 



or a pro-drug thereof. 

24. (Currently amended) The method of claim [[23]] j9, wherein the pro-drug spiro 
compound is represented by the formuia: 



N-OH 




25. (Withdrawn) A method for destroying a tumor in a subject comprising 
administering to the subject in need of such therapy a therapeutically effective amount of an 
activated onbfb receptor antagonist. 

26. (Wi thdrawn) The method of claim 25, wherein the tumor cell resides in an organ 
system of the subject. 

27. (Withdrawn) The method of claim 26, wherein the tumor cell resides in a 
skeletal system of the subject. 

28. (Withdrawn) The method of claim 27, wherein the tumor cell resides in a bone 
of the subject skeletal system. 

29. (Withdrawn) The method of claim 27 5 wherein the tumor ceil resides in a bone 
ceil of the subject skeletal sy stem. 
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30. (Withdrawn) The method of claim 25, wherein the antagonist is a platelet- 
specific activated a.mjh receptor antagonist. 

3 1 . (Withdrawn) The method of claim 30, wherein the platelet-specific activated 
a«t)p3 receptor antagonist is a spiro compound. 



32. ( Withdrawn) The method of claim 3 1, wherei n the spiro compound is 
represented by the formula: 

Q-(L)/-Z-R ! 

wherein 

Z is a spirocyclic nucleus selected from the group consisting of Nucleus (A), (B), (C), . 
(D) represented by the formulas: 
Nucleus (A) Nucleus (B) 



<CH 2 ) f A 42 < R G>n 

(R 10 )m /X (CH 2 ) S X 3 \ 

Nucleus (C) 

(CH 2 ; 



/ \/ 

-N , .C 



>52 



X A U» 

(Rio)f/ (CH 2 ) S V\^° 3 

Nucleus (D) 



-{Ro>n 



A 61 — Asa 



■(Ro)n 



.A 72 



— V/\ ^ 3 — y A 

(R 10 >r/ X (CH 2 ) s \ A65 _ A /\ ( R 1o)r / N (CH 2 ) S \ 76 _ A >< X 



"(Ro)n 



wherein 

the group Q • -( !..)/ - is bound to the nitrogen containing ring of nuclei (A), (B), (C), or 
(D) and the group R 3 is bound to the ring formed by the groups A, !t , A 42) A43, A. 5] , A 52 , A«, A 54> 
An, A« 2 , A<i3, A<m, Ae;, A?t, A72, A 7 3, A74, A?5, or Ats; or 

the group R3 is bound to the nitrogen containing ring and the group Q-('L)z - is bound to 
the ring formed by the groups A41, A42, A43, Asi, A52, A53., A54, An, A f>2 , A<«, A f ,4, A 6 ;, A71, A72, 
A73, A.74, A75, or A 7f; ; 
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r and s are independently a number from zero to 5 with the proviso that not both r or s are 
0 and (r+s) is not more than 6, and z is zero or one; 

atoms A4.U A42, A43, A.53 , A52, A53, A«, Ah, Am, A$4, A^, An, An, A73, A74, A?;, or 
Aya are independently selected from carbon, nitrogen, oxygen or sulfur, provided that at least one 
of said atoms is carbon; 

the hydrogens of the nitrogen containing part of the spirocycle Z may be substituted by a 
number of m substituents Rto, wherein, 

in is a number from zero to (m); and 

Rjo is the same or different and is a non-interfering substituent independently selected 
from alkyl hal ©substituted alkyl, alkenyl, alkynyl, eyeloaikyi, aryl, arylalkyl, hydroxy, alkoxy, 
arylalkoxy, amino, substituted amino, carbamoyl, carboxy, acyl, cyano, halo, nitro, sulfo, O, 
or S, with the proviso that only one or two Rjo may be «««0 or S; 

a i s a number from zero to 3 in Z of having nuclei (A), or a number from zero to 4 in Z 
having nuclei (B), a number from zero to 5 in Z having nuclei (C), or a number from zero to 6 in 
Z having nuclei (D); 

Ro is the same or different and is a non-interfering substituent independently selected 
from alkyl, halosubstituted alkyl, alkenyl, alkynyl, cycloalkyl, aryl, arylalkyl, hydroxy, alkoxy, 
arylalkoxy, amino, substituted amino, carbamoyl, carboxy, acyl, cyano, halo, nitro, sulfo, :::::::::: 0, 
or —s, with the proviso that only one or two Ro may be =====0 or =S; and 

-(!,)- is a bond or a divalent substituted or unsubstituted chain of from 1 to 10 atoms 
selected from the group consisting of carbon, nitrogen, sulfur, and oxygen; 

Q is a basic group containing one or more basic radicals; and 

Rs is an acidic group containing one or more acid radicals; 

or a pharmaceuti caliy-acceptable salt, solvate or pro-drug thereof 

33 . (Withdrawn) The method of claim 3 1, wherein the spiro compound is 



Q- 
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represented by the formula: 
wherein 

atoms Aj and B, are independently selected from carbon, nitrogen, oxygen or sulfur, 
provided that at least one atom of A; is carbon, and at least one atom Bj is carbon; 

optionally, the rings of the spirobicycle formed by A; and Bj, respectively, are partly 
unsaturated; 

p and q are independently numbers from 2 to 6; 

in is a number from zero to p; 

Rjo is the same or different and is a non-interfering substituent independently selected 
from hydrogen, alkyl, halosubstituted alky I, alkenyl, aikynyf cycioalkyl, aryf arylaikyi, 
hydroxy, alkoxy, arylatkoxy, amino, substituted amino, carbamoyl carboxy, acyl, cyano, halo, 
nitro, suifo, :: O, or :: :: S, with the proviso that only one R«> may be :::::::::: 0 or ::: :: ::: S, if p is 2 
or one or two R i0 may be = -0 or ~— S> if p is a number from 3 to 6; 

n is the number from zero to q; 

Ro is the same or different and is a non-interfering substituent independently selected 
from hydrogen, alkyl, halosubstltuted alkyl, alkenyl, alkynyl, cycioalkyl, aryl, arylalkyl, 
hydroxy, alkoxy, arylalkoxy, amino, substituted amino, carbamoyl, carboxy, acyl, cyano, halo, 
nitro, sulfo, -—-O, or :::::::::: S, with the proviso that only one Ro may be =======0 or ::::::::::: S, if q is 2 or 

one or two Ro may be =====0 or ====S, if q is a number from 3 to 6; 

~~(L)~~ is a bond or a divalent substituted or unsubstituted chain of from 1 to 10 atoms 
selected from the group consisting of carbon, nitrogen, sulfur, and oxygen; 

Q is a basic group containing one or more basic radicals; and 

Rs is an acidic group containing one or more acid radicals; 

or a pharmaceuti caliy-acceptabie salt, solvate or pro-drug thereof. 

34. (Withdrawn) The method of claim 3 1, wherein the spiro compound is 



Q- 




•(L) 
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represented by the formula: 
wherein 




the spi recycle having (A,) f! , <". and (Bj)q is 
in is a number from zero to 9; 

Rio is the same or different and is a non-interfering substituent independently selected 
from alkyl, halosubstituted alkyl, alkenyl, alkynyi, cycloaikyl, aryl, aryl alkyl, hydroxy, alkoxy, 
arylalkoxy, amino, substituted amino, carbamoyl, earboxy, acyi, cyano, halo, nitro, or sulfo; 

n is a number from zero to 2; 

Ro is the same or different and is a n on -interfering substituent independently selected 
from alkyl, halosubstituted alkyl, alkenyl, alkynyi, cycloaikyl, aryl, arylalkyh hydroxy, alkoxy, 
arylalkoxy, amino, substituted amino, carbamoyl, carboxy, acyl, cyano, halo, nitro, or sulfo; 

wherein Q--(L) is attached at a and Ri is attached at b; 

--(L)-- is a bond or a substituted or tmsubsiituted chain selected from the group consisting 
of CO, CO(C,-Q alkyl), 0(Cj-Q alkyl), NHCO, and C r Q alkyl; 

Q is a basic group selected from the group consisting of amino, imino, amidino, 
hydroxyamidi.no, N-alkylamidine, N,N ! -dialkylamidine, N~arylamidine, aminomethyleneamino, 
aminomethyl amino, guanidino, aminoguanidino, alkylamino, diaikyiamino, trialkylamino, 
alkylideneanvino, pyrrolyl, imidazolyl, pyrazolyl, pyridyl, pyrazinyi, pyrimidinyl, mdolizinyl, 
isoindolyl, 3H-indolyl, indolyl, IH-indazoiyl, purinyl, 4H-quinolizinyl, isoquinolyl, quinolyi, 
phthalazinyl, naphthyridinyl, quinoxaltnyl, quinazolinyl, cinnolinyk amide, thioamide, 
benzamidi.no, pteridinyl, 4aff-carbozolyl, carbozoiyl, beta-carbolinyl, phenauthridinyl, acridiuyl, 
phenaiithrolinyf phenazinyl, phenarsazinyl, phenothiazinyl, pyrrolinyl, imidazolidmyl 
imidazolinyS, pyrazolidinyl, pyrazolinyl, piperidyl, piperazinyl, indolinyl, isoindolmyl 
quinucHdirryi, morpholinyl, any of the foregoing radicals substituted on a benzene ring, 
optionally substituted with R 2c , wherein R 2c is hydrogen or halogen and any of the foregoing 
radicals substituted by amino, imino, amidino, hydroxyamidino, aminomethyleneamino. 
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iniinoroethylanimo, guantdino, alkylamino, dialkylamino, tri alkylamino, tetrahydroisoquinoSme, 
dihydrosioindole, alkyfideneammo or 

; and 

R.i is an acidic group selected from the group consisting of CO2 R$, (CrO> alkyl)CO? R5, 
CO(Cj-C 6 alkyl)C0 2 R 5 , CQNH(C r Q, aikyi)C0 3 R 5 , (CrQ aikyi)CH(NHR4)C0 2 R 5 , CO(Ci-C 6 
aSkyl)CH(NHR4)C0 2 R 5 , or CONH(C,-Q> aikyi)CH(NHR4)C0 2 R 5 , wherein R 4 is S0 2 (Ci-C 6 
alky!), SO; aryl or SO; (substituted aryl); and 

R? is hydrogen, Ci-Q alkyl aryl, or substituted aryl; 

or a pharmaceutically-acceptable salt, solvate or pro-dmg thereof. 

35. (Withdrawn) The method of claim 3 I , wherein the spiro compound is 
represented by the formula: 




.COOH 



or a pro-dmg thereof. 

36. (Withdrawn ) The method of claim 35, wherein the pro-drug is represented by 
the formula: 



N-OH 




37. (Withdrawn) A method for treating, preventing or inhibiting tumor cell 
metastasis to bone in a subject comprising replacing substantially al! bone marrow affected by 



16 



Response to Restriction Requirement of May 13, 2008 
Application No. 11/564,945 {60005161-0217) 

tumor cell metastasis transplant in the subject, wherein said bone marrow is replaced with pY ' 
bone marrow, 

38. {Withdrawn} A method for treating, preventing or reversing tumor metastasis or 
formation comprising modulating p : ; integrin expression. 

39. (Withdrawn) The method of claim 38, wherein the modulating pj integrin 
expression comprises decreasing the integrin expression in a mammalian ceil. 

40. (Withdrawn) The method of claim 39, wherein decreasing the expression 
comprises transforming the cell to express a polynucleotide anti-sense to at least a portion of an 
endogenous polynucleotide encoding p' 3 integrin. 

41 . (Withdrawn) The method of claim 39, wherein decreasing the expression 
compri ses transfecting the cell with a polynucleotide anti-sense to at least a portion of an 
endogenous polynucleotide encoding p 3 integrin. 

42 ( Withdrawn) The method of claim 39, wherein decreasing the expression 
comprises transfecting a cell with a siRNA targeting at least a portion of an endogenous 
polynucleotide encoding p integrin. 
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